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Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are
Submitted for State Registration (Re-
Registration) and Expert Evaluation of
Materials about Introduction of Changes
to the Registration Documents during the
Validity Period of Registration
Certificate (clause 4, section IV)

Clinical Trial Report

1. Name of the
medicinal product
(number of

. : FEIBA
registration
certificate, if
available)
|2. Applicant H Takeda Manufacturer Austria AG, Industriestrasse 67, 1221 Vienna, Austria
|3. Manufacturer H Takeda Manufacturing Austria AG, Industriestrasse 67, 1221 Vienna, Austria
4. Trials conducted: yes C no [f not, substantiate

1) type of the
medicinal product,
by which
registration was
conducted or
planned

Antihemorrhagic, B02BD03-Blood coagulation factors

5. Full name of the ||Prospective, open-label, randomized, parallel study to evaluate efficacy and safety of
Clinical Trial, prophylactic versus on-demand treatment in subjects with hemophilia A or B and a
clinical trial code |fhigh-titer inhibitor; FEIBA NF Prophylaxis Study; 090701

6. Clinical trial

phase ]

7. Period of the

g : from 31 Mar 2009 till 17 Oct 2012
clinical trial
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8. Countries where
the clinical trial
was conducted

Brazil, Bulgaria, Croatia, Japan, New Zealand, Poland, Romania, Russia, Ukraine,
USA

9. Number of
study participants

planned: at least 34 randomized subjects
actual: 36 randomized (n=17: prophylaxis; n=19: on-demand) and treated subjects, 33
completed subjects ;

10. Goal and
secondary
objectives of the
clinical trial

Primary objective: To demonstrate that the annualized rate of all types of bleeds in
subjects on the prophylaxis arm is less than that of the subjects on the on-demand arm.
Secondary objectives:

1) To characterize the bleeding episodes requiring treatment between the 2 treatment
regimens.

2) To determine the efficacy of FEIBA NF for the control of bleeding episodes

3) To evaluate the safety of prophylactic treatment versus on-demand treatment with
FEIBA NF.

4) To determine differences in HRQoL between prophylactic and on-demand treatment
regimens.

5) To determine pharmacoeconomic differences between prophylactic and on-demand
treatment regimens

11. Design of the
clinical trial

Randomized, open-label, multi-center, parallel study in hemophilia A or B subjects
with persistent (>12 months) high titer inhibitors; this study was conducted globally
and consisted of two arms: a prophylaxis and an on-demand arm. Eligible subjects were
randomized to start either 12 months of prophylactic or on-demand therapy.

12. Main inclusion
criteria

Hemophilia A or B with any severity with documented history of high-titer inhibitor for
at least 12 months or-if inhibitor less than 5 BU, and the subject is refractory with
increased dosing either FVIII or FIX, as demonstrated from the subject medical history.
Currently being treated on an on-demand basis for treatment of bleeding episodes

13. The
investigational
medicinal product,
method of
administration,
strength

Factor Eight Inhibitor Bypassing Fraction (FEIBA), intravenous use, 25 U/ml and 50
U/ml

14. Comparator,
dose, method of
administration,
strength

Prophylaxis arm: 85 + 15 U/kg every other day;

On demand arm: Dose and dosing interval determined by physician following dosage
guideline of the registered medicinal product;

Intravenous use;

25 U/ml and 50 U/ml

15. Concomitant
therapy

N/A

16. Efficacy
evaluation criteria

Primary endpoint: Reduction in the annualized bleed rate among subjects receiving
prophylactic treatment as compared to those treated on-demand.

Secondary endpoints:

1) Comparison of the number of bleeding episodes occurring in joints, target joints and
other anatomical locations between the 2 treatment regimens

2) Occurrence of new target joints within the study period
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3) Assessment of objective and subjective clinical symptoms
4) Total dose and the number of infusions required to control a bleeding episode

1) Evaluation of laboratory markers of thrombogenicity
17. Safety 2) Change in serologies

evaluation criteria ||3) IP related AEs, including thromboembolic events

4) Changes in FVIII or FIX inhibitor titer

Primary endpoint:

The null hypothesis of no difference in mean bleed rate between the two treatment arms
was tested using a two-sided, two-sample t-test on the square-root transformed
annualized bleed rates.

Secondary endpoints:

The annualized rate of bleeding episodes in joints, target joints, and other anatomical
locations were compared between the 2 treatment arms, using a two-sided, two-sample
t-test on the square-root transformed annualized bleed rate.

For other secondary efficacy endpoints descriptive statistics were provided.

18. Statistical
methods

19. Demographic
characteristic of
study population
(gender, age, race,
etc.)

All subjects were male. Median age was 23.5 years (range 7 to 56 years); 80.6% were
White, 8.3% were Asian, 5.6% were Black or African American and 5.6% were Other.

For the efficacy intent-to-treat analysis set, the median (IQR) ABR for the 17 subjects
in the prophylaxis arm was 7.9 (8.1), compared to 28.7 (32.3) for the 19 subjects in the
on-demand arm, which amounts to a 72.5% reduction in median ABRs between
treatment arms. The difference in mean (SD) transformed ABRs between treatment
arms was 2.5 (1.8), which was statistically significant (p-value = 0.0003). The efficacy
per-protocol analysis set yielded similar results (2.69 [1.8]) with a statistically
significant difference in mean transformed ABRs (p-value = 0.0006).

None of the 19 subjects in the on-demand arm were bleeding episode-free during,
whereas 3/17 (17.6%) subjects in the prophylaxis arm were bleeding episode-free.
These results support the primary objective of this study.

The majority of bleeding episodes occurred in joints (572 in the on-demand arm and
171 in the prophylaxis arm) versus other non-joint anatomical locations (57 in the on-
demand arm and 25 in the prophylaxis arm). In the on-demand arm, the majority of
joint bleeding episodes occurred in new target joints (243/572), while in the
prophylaxis arm, the majority occurred in target joints not meeting new target joint
criteria (81/171). Thus, the median (IQR) ABR for new target joints was higher in the
on-demand arm (5.9 [12.9]) than in the prophylaxis arm (0 [4.1]), which was a
statistically significant difference (pvalue = 0.0271).

20. Efficacy
results

The occurrence of new target joints was substantially lower in the prophylaxis arm than
the on-demand arm (7 in 5/17 prophylaxis subjects versus 23 in 11/19 on-demand
subjects). The occurrence of new target joints ranged from 1 to 2 per subject in the
prophylaxis arm and 1 to 6 per subject in the on-demand arm. There were no notable
differences in the median (IQR) number of existing target joints at baseline between the
2 treatment arms.
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demand adult and adolescent subjects (>12 years old) and 12 prophylaxis adult and
adolescent subjects. The decline in median (IQR) pain scores from pre-infusion to 24 +
1 h post-infusion was more substantial in the prophylactic arm (change of 37.8 [58.5])
versus the on-demand arm (change of 18.0 [31.6]). In pediatric subjects (<12 years
old), pain caused by a bleeding episode was measured at the same times using the
children’s VAS pain scale; however, due to the small sample size, no noteworthy
conclusions could be drawn from the results.

” An objective assessment of pain based on the VAS pain scale was made for 17 on-
|

The median (IQR) total weight-adjusted dose of IP to treat bleeding episodes was
4049.7 (5083.9) U/kg for the on-demand arm compared to 1524.9 (2590.2) U/kg for the
prophylaxis arm, which was a statistically significant difference (p-value=0.0067). The
median (IQR) annual weight-adjusted dose of IP to treat bleeding episodes was 4014.6
(5697.5) U/kg for the on-demand arm compared to 1534.7 (2638.4) U/kg for the
prophylaxis arm, which was a statistically significant difference (p-value=0.0060).

The majority (56.5%) of all bleeding episodes were treated with 1 infusion, regardless
of treatment regimen. The percentage of bleeding episodes treated with > 4 infusions
was 12.1% for both treatment arms. The proportions of bleeding episodes that were
treated with 1, 2, 3, or > 4 infusions were similar for both treatment arms.

‘ Of the 36 subjects who received IP, the total exposure was 3,052 EDs during the

§ prophylaxis treatment arm and 1,121 EDs during the on-demand treatment arm. The

! duration of treatment was approximately 1 year. The total number of infusions was
3,131 in the prophylaxis arm and 1,382 in the on-demand arm. Median units
administered per infusion was 4,750 U in the prophylaxis arm and 4,070 U in the on-
demand arm. The median total number of units administered per subject was 904,354 U
in the prophylaxis arm and 305,740 U in the on-demand arm.

A total of 104 AEs in 23 subjects were reported during this study; 74 non-serious AEs
in a total of 17 subjects, and 30 SAEs in a total of 13 subjects. There was 1 death that
was considered unlikely related to IP, and 1 discontinuation due to a related AE of
hypersensitivity. A total of 13 subjects in the safety analysis set reported no AEs during
their participation in this study. Of the 30 SAEs, 3 (2.9%) were positive Hepatitis B
21. Safety results ||surface antibodies, and considered to be related to the administration of IP. Two of

; these related SAEs were considered mild in severity; the third was not graded for

I severity. These subjects with AEs of positive HBsAb were negative for HBV PCR,
negative for HBcAb, and had no clinical symptoms or signs of HBV infection. Of the

I 27 unrelated SAEs, 7 (6.7%) were severe, 17 (16.3%) were moderate, and 3 (2.9%)

‘} were mild. Of the 74 non-serious AEs, 24 (23.1%) were considered related, of which 2
i (1.9%) were moderate and 22 (21.2%) were mild. No AEs were considered significant.
1

\

|

\

The AE profile in the 5 pediatric subjects (=7 to <12 years) did not reveal any
; significant safety concerns.

The rates of related AEs per infusion of [P were comparable between the 2 treatment
regimens (median [IQR] rates: 0 [0] in the on-demand arm and 0 [0.005] in the
prophylaxis arm). Rates of AEs per year and occurring within 1 h after the end of an
infusion per infusion and per year were also comparable.
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No thromboembolic events occurred in either arm of the study. An evaluation of
laboratory markers of thrombogenicity which tested samples at screening, Month 3,
Month 6, Month 9, and the Termination visit did not reveal any apparent trends over
time, although the median values and/or maximum values for some parameters
exhibited somewhat higher values (D-dimer, Prothrombin Fragment F 1.2, TAT) in the
prophylaxis arm. High numbers of subjects exhibited abnormal aPTT values because
this is a characteristic of the hemophilia disease state.

22. Conclusion

ABRs on prophylaxis (median: 7.9) were substantially lower than the rates while on an
on-demand regimen (median: 28.7). For both efficacy intent-to-treat and per-protocol
analysis sets, the differences in mean transformed ABRs between on-demand and
prophylaxis were statistically significant (p = 0.0003 and p = 0.0006, respectively).
Based on these data, it can be concluded that there were statistically significant
differences in the ABRs between prophylaxis and on-demand arms

An examination of AEs, abnormal laboratory parameters for hematology and clinical
chemistry and vital signs demonstrated that FEIBA NF was safe and well tolerated for

prophylactic use.
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Honarok 30

1o [Topsiaky npoBeACHHS EKCIEPTH3H
peecTpariifHux MaTepiaiiB Ha JIiKapchKi 3aco0u,
1110 MOJIAI0THCSI Ha JICPKABHY PEECTPALLIO
(mepepeecTpalliro), a TaKOXK eKCIepPTU3N
MaTepialiB PO BHECEHHSI 3MiH JI0 peeCTpalliiHuX
MaTepialiiB MpoTAroM il peecTpaniiHoro
nocBifueHHs (myHkT 4, posin V)

3BiT Npo KJIiHiYHe BUNIPOOYBaHHSI

1. 1. Ha3ma
J1KapChKOTOo 3ac00y
(32 HASBHOCTI —
HOMEp
peecTpauiifHoro
MOCBITUEHHS)

®EUBA

2. 3asgBHHK

Takena Manypekuypinr Actpist A" (Takeda Manufacturing Austria AG),
Ingyctpimrpacce 67, 1221 Binens, Acrpis (Industriestrasse 67, 1221 Vienna, Austria)

3. BupoOHuk Taxena Manydexuypinr Asctpist AT, Tngyctpimtpacce 67, 1221 Binens, ABcrpist
b npO’BCJGHl TaK = Hi  SIkuio Hi, 0OTpyHTYBATH
SHNIPOOYBAHHS:

1) 1) Tun JiKapchKoro
3aco0y, 3a IKUM
nposoauiacs abo
TIaHYEThCH

AntureMoparivuni Jiikapceki 3acoon, B02BD03 — dakropn 3ropraHHsa KpoBi

peecTpanis

5. TloBHa Ha3Ba
KATHIYHOTO
3HNIPOOYBaHHS,
X0J10BaHHH HOMED
XTIHIYHOTO
3HNPOOyBaHHS

ITpocrieKTHBHE BiIKPUTE paHa0Mi30BaHe MapajieibHe JOCHiPKeHHS, METOIO sKoro Oyiia
oliHka eheKTHBHOCTI Ta Ge3MeKH MPOopiIaKTHYHOTO JiKyBaHHS TIOPIBHSHO 3 J1iKyBaHHSIM
3a MoTpedoro y maieHTiB 3 reModinieio A uu B 3 Bucokum tutpom inribitopis (FEIBA
NF Prophylaxis Study); 090701

6. ®aza KJIIHIYHOTO
8UNPOOYBaHHS

W

7. Tlepion
MPOBEICHHS
KJIIHIYHOTO

3 31 6epesns 2009 p. mo 17 xostus 2012 p.

3HUNIPOOYBAHHS

Takena ManydekuypiHr AscTpia Al Ctop. 139

IsaycTpiwTpacce 67
1221 BineHb, ABCTpis

locnopapcbkuit cya Binus, FN: 201876 b, UID: ATU 50560806
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8. Kpainwu, e
MPOBOJIMIIOCS
KJIIHIYHE
BHIIPOOYBaHHS

Bpasunis, bonrapis, Xopsaris, Sinowis, Hoa 3enanis, [Tombina, Pymynis, Pocist,
VYkpaina, CIIIA

9. KinpkicTb
VYaCHHUKIB
JIOCTTIJDKEHHS

3anjiaHoBaHa: moHaiiMeHIe 34 paHIOMi30BaHUX YYaCHHKIB
(paxTnuna: 36 pangomizoBannx (n=17: npodinaxruka; n=19: jgikyBaHHs 3a noTpe6o10) i
MPOJIIKOBAHUX YUYACHHKIB, 33 yJacHUKA, sIKi 3aBSPIIVITH TOCIiJDKSHHSI

10.Meta Ta BTOpHHHI
11T KJITHIYHOTO
BHUIIPOOYBAHHS

ITepBunHa MeTa: MiATBEPAXKEHHS TOT0, 110 piYHa YaCTOTA BCIX THITIB KPOBOTEY Y
MAli€HTIB TPYIH MPO(ITAKTHYHOTO JIIKYBAHHS HIKYA, HDK Y TALIEHTIB TPYITH JIKYBaHHSI
3a oTpeboro.

Bropunni uismi:

1) OuiHka emni3ofiB KpoBOTEHUI, 110 MOTPEOYIOTH JIIKYBaHHS, Y IBOX IpyIax JiKyBaHHS.
2) Busnauenns edexrusnocti npenapaty ®EMBA HD s KOHTpOIIO KpoBoTeUi

3) Ominxa 6e3nexu NpodinakTHIHOTO JIKYBAaHHS ITOPIBHSIHO 3 JIIKYBaHHIM 3a TIOTPE6OTOo 3
BUKOpHCTaHHaM nipenaparty ®EUBA HD.

4) BusiBiieHHs! BIIMIHHOCTEH Y OMUTYBAJILHUKY «SIKICTh MHUTTS, MOB'sI3aHa 31 370POB'sIM»
(SIKIT3) npu 3acrocyBanHi npohinakTHYHOT CXeMH 1 cXeMH JIiIKyBaHHsI 3a OTpeOoro.

5) Busisnenns papMaKoeKOHOMIYHUX BiIMIHHOCTEH MiX PO} ITaKTHIHOIO CXEMOIO i
CXCMOIO JIKYBaHHSI 32 TIOTPeOOI0

11.duzaiin
IIHIYHOTO
sunpoOyBaHHA

PanyiomizoBane BiIKpuTe 6araToICHTPOBE MapaicyIbHE JOCIIKCHHSI 32 YUacTIO Talli€HTiB
3 remodiniero A uu B 3i crilikum (>12 MicsiB) BHCOKMM THTPOM iHTIOITOPIB; 1€
JOCJTIJPKEHHS TIPOBOJIFIIOCS B YCHOMY CBITI M CKJIAANIOCS 3 IBOX IPYIL: MPOQITaKTHUHOTO
JIKYBaHHS Ta JIiKyBaHHs 3a roTpedoro. [IpunaTHi yuacHuky Oyiin paHIOMi30BaHi JIst
otpuManHs 12-micsunol npodinakTiHuHol Teparii abo Teparii 3a moTpedoro.

12 .OcHoBHI KpuTepii
SETHOYCHHS

Iemodinist A un B Oy1ib-s1KOTO CTYMEHS TSHKKOCTI 3 IOKYMEHTAIBHO i ITBEPIKEHOTO
HasBHICTIO BUCOKOTO THTPY iHTiIOITOPIB MpOTATOM IIOoHAiMeHIIE 12 MicsIiB a0 THTpOM
iHridiTopis Menuie S OB, npu LLOMY B NaIliCHTa CIIOCTEPITAETHCS PE3UCTEHTHICTD JI0
nigsuiiennx 103 FVIIT a6o FIX, mo 3a10kyMeHTOBAHO B icTOPIT XBOPOOH MallieHTa.
[Toroune orpuManHs JiKyBaHHS 3a TIOTPEOOIO JUTst YCYHCHHS €ITi30/1iB KPOBOTEUI

13 ocniaxyBaHuH
JIxKapchKHi 3acib,
crocid 3acTocyBaHHSA,

dpaxitis, myHTyI0ua iHriGiTOpY 10 (pakTopa Koarymsuii kposi momxuan VIII (DEMBA),
BHYTPIIIHbOBEHHE BBeJICHHS, 25 On/mn Ta 50 On/mi

14 Tlpenapat
MOPIBHSHHS, 71034,
ci0 3acTocyBaHHS,
c¥ia aii

I'pyna npodinaxrrkm: 85+15 Oxn/kr yepes neHb;

["pyna nikyBanHst 3a moTpe6o1o: 103y Ta iHTEpBaj 3aCTOCYBaHHS BU3HAYAB JiKap
BIZIMOBI/IHO J10 IHCTPYKIiT 3apCECTPOBAHOTO HiKaPCHKOTO 3ac00y;
BryTpilHboBeHHE BBEJICHHS;

25 Op/mit ta 50 On/min

15.CynyTHs Tepanis

H/3

16.Kputepii OLiHKH
eDeKTHBHOCTI

[TepBuHHA KiHIIEBA TOYKA: 3MECHIICHHS PIYHOT YaCTOTH KPOBOTEY CEepeJ] yUaCHHUKIB, SIKi
OTPUMYBAJIM NPOPITAKTUUHE JIIKYBAaHHS, MOPIBHIHO 3 THMH, XTO OTPUMYBAB JIIKyBaHHS 3a
noTpeboro.

Bropunni kinuesi Touku:

1) TTopiBHSIHHS IBOX CXEM JIIKYBaHHSI LIOJXO0 KiNBKOCTI €ITi30/1iB KPOBOTEUI B CYriIo0ax,
TapreTHUX cyryiobax Ta iHIKWX aHATOMIYHNX AITSTHKaX

2) BusBieHHsS HOBHX TapreTHUX CyrJ100iB y 1epiof MpOBEACHHS JOCIiIKSHHS

Takena MaHnydekuypinr AscTpia Al
IkaycTpiwTpacce 67
1221 BineHb, ABcTpis

Ctop.239

locnonapckkuit cya Biaus, FN: 201876 b, UID: ATU 50560806
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3) Ouinka 00'ekTHBHOI Ta cy6'eKTHBHOT KITIHIYHOT CHMIITOMATHKH
4) 3aranbHa 11032 Ta KiIBKICTH iHY3iH, HEOOXITHUX JUIst KOHTPOJIIO €130y KPOBOTEYi

17.Kpurepii oliHKH
oe3nekn

1) Oninka mabopaTopHUX MapKepiB TPOMOOTCHHOCTI

2) 3mina ceposIoTiYHUX ITOKa3HHKIB

3) HJI, nos's3ani i3 gociipKyBaHUM MTperapaToM, BKIIIOYHO 3 TPOMOOEeMOOIIYHHMH
YCKJIaIHEHHSIMH

4) 3minu TuTpis iHri6GiTopis FVIII a6o FIX

18.CraTuctHuni
METOJIH

ITepBunna kinnesa Touka:

HynpoBy rinoresy npo BiZICYTHICTh PI3HUI B CEPEAHIN YACTOTI KPOBOTEUI MiX JIBOMa
rpyramMu JIiIKyBaHHs MepeBipsIv 3a A0TIOMOTOI0 JIBOCTOPOHHBOTO JBOBHOIPKOBOTO t-
KPUTEPIIO JUIs TEPETBOPEHUX KBAJPATHUX KOPEHIB PIUHKUX MOKA3HUKIB YACTOTH KPOBOTEMI.
Bropunni kiHuesi Toukn:

Piuny wacToTy emnizoliB kpoBoTeUi B cyryiofax, TapreTHUX cyriobax Ta iHIIHX aHATOMIYHHX
JISTHKAX TTOPiBHIOBAIM MK JIBOMA I'PYyIIaMH JIIKYBaHHS 3a JOIMTOMOTOIO IBOCTOPOHHBOTO
JBOBUOIPKOBOTO t-KPUTEPiI0 AJIs IEPETBOPCHUX KBAJPATHUX KOPCHIB PIYHUX IMOKA3HHUKIB
9acTOTH KPOBOTEHI.

JUTst iHIIMX BTOPMHHUX KiHIEBHX TOYOK OYJI0 HAJIAHO OTIMCOBI CTATMCTHYHI JaHI,

19. lemorpadiuni
XapaKTEePUCTHKH
T0CTIKYBaHOT
nonynsuii (crath,
BIK, paca TOlIO)

Vei yuacnuku 6ynu uosioBiuol crati. Memiana Biky craHoBmiia 23,5 pokis (Bix 7 10
56 pokiB); 80,6% nanexann 10 eBponeoinHoi pacu, 8,3% 1o MoHrosoiHoi pacH, 5,6% 10
HErpoigHoi pacH, a 5,6% 10 IHIIMX pac Y CTHIYHUX IPYIL.

20.PesynbTaTi
eeKTHBHOCTI

i ananizy epekTHBHOCTI 3a TAHMMHU TIOMYJIALIT BCIX PaHJIOMI30BAHMX MAIIEHTIB MeliaHHa
(mixxBapTuabHUIT posmax, MKP) piuna wactora kpoBored (PUK) mist 17 yuacHuKiB rpymu
npodinaktuku cranosuia 7,9 (8,1) nopiBuszo 3 28,7 (32,3) anst 19 yuacHHKIB Tpynu
JIKYBaHHS 3a TOTPeOOI0, 10 BiamoBigae 3umkeHnio meaiannoi PUK wa 72,5%. Pisanug B
cepenHix (SD) tpancopmosanux nokasuukax PUK mix rpynamu jikyBaHHSI cTaHOBHIIA 2,5
(1,8), mro Gyno craTucTHuHO 3HaUyIIUM (p-3HadeHHs = 0,0003). AHaui3 e()eKTHBHOCTI 3a
JAHUMH TIOTTYJISIIT TALlIEHTIB, SIKi BAKOHAJIM BUMOTH TIPOTOKOJY, BUSIBUB MOJiOHI
pesyabTartH (2,69 [1,8]) 31 cTaTHCTHYHO 3HAUYIIOKO PI3HUICIO CePEIHIX TpaHCHOPMOBAHUX
noka3uukiB PUK (p-3unaucuus = 0,0000).

VY Beix 19 yuacHUKIB IpyIu JIiKyBaHHS 3a 1OTpeOor0 OyiIn 3apeecTpoBaHi emni3onu
KkpoBoTeui, Toui sk y 3/17 (17,6%) yuacHuxiB rpyni npoinakTHYHOTO JiKYBaHHSI KPOBOTEYI
Oy BincyTHi. Lli pe3ysbTaTi niATBepIKYIOTE OCHOBHY METY L[BOTO IOCIIiIPKEHHS.

BinbmicTs enizoniB kpoBoTeui BUHUKAIH B cyrinobax (572 y rpyri jgikyBaHHs 3a HOTpe6oio
ta 171 y rpymi mpo¢inakTHKN) MOPIBHSHO 3 IHITUMH HECYTJIOO0BUMH aHATOMITHUMHU
nokamizauismu (57 y rpyni jlikyBaHHs 3a ToTpe6oio Ta 25 y rpymni npodisaktiuku). Y rpymi
JKYBaHHS 3a TOTPeOOI0 OUTBIIICTH EIMTi30/1iB KPOBOTEUI B CYryio0aX BUHHKAIH B HOBUX
TapreTHUX cyriodax (243/572), Toai sk y Tpyrii mpodislak THUHOTO JIIKYBaHHS O1IBIIICT
criocTepirajacs y TapreTHHUX cyryio0ax, siki He BIATIOBIAIOTh KPUTEPisSIM HOBUX TaPTETHUX
cyrio6is (81/171). Omxe, menianna (MKP) PUK miist HOBUX TapreTHUX cyrio0is Oya
BHUIIOIO B IpyIi JiKyBaHHs 3a nnorpedoro (5,9 [12,9]), nix y rpyni npodinakruxu (0 [4,1]),
1110 BKa3yBaJIO Ha CTATUCTUUYHO 3HAYYIY pi3HUIO (p-3navyeHus = 0,0271).

Y rpyni npoinakTHUHOTO JIIKYBaHHS YaCTOTa MOSIBH HOBUX TapreTHUX cyrio6iB Oyia
3HAUHO HIDKUOIO, HIX Y IpyIi JIiKyBaHHs 3a orpeboro (7 y 5/17 mauientis rpynn
npodinakrrku npotu 23 y 11/19 nauieHTiB rpynu JiikyBaHHs 3a oTpedoro). YacToTa nossu
HOBHX TapreTHHX Ccyrio0iB BapiroBaiacs BijJ | 10 2 Ha y4acHHKa y TpyIi NpoilakTHYHOTO
JKyBaHHs Ta Bix 1 10 6 Ha yyacHMKa y TpyIi JiKyBaHHs 3a moTpe6oro. Mix oboma
rpynamMu He OyJI0 BiI3HAYCHO MOMITHUX BiaMiHHOCcTeH y MemianHii (MKP) kinbkocTi
TApPreTHUX Cyriao0iB, HASBHUX Ha BUXITHOMY PiBHI.
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lapHe 300poOB'A — cBiTNe ManbyTHe

O6'ckTHBHA OL{iHKa 60JII0 3 BUKOPUCTAHHSAM ClelialIbHOT Bi3yaJlbHOI aHAJIOrOBOT IKAJIH
Oysa BUKoHaHa Jyist 17 gopociux i miunitkis (=12 pokiB) rpynu JikyBaHHS 3a TOTPEOOIO i
qutst 12 gopocenux i niunitkis rpynu npoginaktuky. 3umkenns megiann (MKP)
MOKA3HUKIB 6OJIIO Y TIepiojt Bif morepeanboi iHndys3ii xo 24+1 rox micns indysii 6yino
GiNBII BUPAXEHUM Y IpyIi nipodinaktukn (3mina 37,8 [58,5]) mMopiBHSIHO 3 Ipy1ol0
nikysanus 3a norpeboro (3mina 18,0 [31,6]). ¥V mireit (<12 poxiB) 6ib, cipuurHEHnH
KPOBOTEYEIO, BUMIPIOBAJIM B TOH CaMMil yac 3a JIOIIOMOTOIO TIeJ[iaTpU4HOT BizyanbHOT
aHaJIOTOBOI IIKAJIW, OJIHAK, Yepe3 HEBEIUKUIT po3Mip BUOIPKH, 3 pe3yIbTaTiB HE MOXKHA
OyJ10 3pOOHTH KOJHNX 3HAUYIIHX BUCHOBKIB.

Menianna (MKP) cykyrHa j103a J1I0CiiDKYBaHOTO TIpernapary, CKOpUropaHa 3a Macoro
Tina, [is JIikyBaHHs KpoBoTedi craHoBiia 4049,7 (5083,9) On/kr y rpymi gikyBaHHS 3a
norpeGoto Ta 1524,9 (2590,2) O/kr y rpyni npopilakTHUHOTO JIIKYBaHHS, 1[0 BKa3yBaJlo
Ha CTATHCTUUHO 3Hauyly pisuuiio (p-3nauenns = 0,0067). Menianna (MKP) piuna no3a
JIOCITIJKYBAHOTO MIPENapaTy, CKOPUroBaHa 3a Macoro Tija, Ulsl JiKyBaHHs KpOBOTeui
cranosuna 4014,6 (5697,5) On/kr y rpymi jgikyBaHHs 3a noTpe6oro Ta 1534,7 (2638,4)
Op/kr y rpymi npohinakTHYHOTO JIIKYyBaHHS, 1[0 BKa3yBaJIO HA CTATUCTHYHO 3HAUYIILY
pisanwio (p-3nauenns = 0,0000).

V 6inswocti (56,5%) enizonis KpoBoTeUi JIiKyBaHHs BKIoUano | iHy3ito, He3aJIekHO Bij
cxemH JrikyBanHs. Yacrora erizo/iB KpoBOTeUi, AJIst JTIKYBaHHS SIKMX ITPU3HAYMIIN

>4 indhysiif, cranosuna 12,1% mis 06ox rpyn JiikyBaHHs, B 060X rpynax yacTka enizonis
KPOBOTCYI, JUISl JIIKYBaHHS SIKUX npu3Haymwm 1, 2, 3 abo >4 indysiii, Oyma cxoxoio.

21.Pesynpratu
Oe3nexu

Cepen 36 yuacHHKIB, sIKi OTpUMYBAJIH JIOCIIDKYBAHHUI TIperapar, CyKyIHa eKCIIO3HILis
cranoBuia 3052 eeKTUBHUX [03 y TPy MpodiakTHYHOTO JTiKyBaHHS i

1121 epexTuBHAX 103 Y TpyMi JiKyBaHHS 3a oTpe6oro. TpHBanicTh JIiKyBaHHs CTaHOBUIIA
npubansno 1 pik. 3aransHa KinpKicTs iHy3ii cranomia 3131 y rpyni npodinakTuky i
1382 y rpyni nikyBaHHs 3a oTpe6oro. MeianHa KilbKiCTb OJMHULb, BBEAEHUX 34 OJIHY
ingysito, cranosuia 4750 Ox y rpyni npodinaxtixu Ta 4070 Ox y rpyni JNikyBaHHS 3a
norpe6oro. Mejianna 3arajbHa KibKiCTh OAWHHULb, BBEACHUX OJHOMY IALli€HTY,
cranosuaa 904 354 On y rpyni npoginakruxu ta 305 740 Ox y rpyri nikyBaHHS 3a
notpedoro.

[Tij yac HBOro Jociimkenns oyso 3apeectpoano 104 HS y 23 nmauieHTis:

74 necepiiosuux HS y 17 nmauientis i 30 CHS y 13 nauientis. ByB 3apeecTpoBanuit

| neranbHMil BUNIAJIOK, KNI BBAXKABCS MaJOWMOBIPHO MOB'SI3aHUM 3 JIOCIIJKYBaHUM
npenapaToM, a Takoxk | BUTIAIOK MPUITHHEHHS JTiKyBaHHs BHAciok Takoro HSI, sx
rinepuymiuBicTh. 3aranom 13 marieHTiB 3 momy sl Ays aHanizy Oe3rnexku MoBiJOMUIN
npo Bigcyrnicts HSI mijx wac yuacti B upomy jnociiokenni. 3 tpuausty CHSI 3 Bunajaku
(2,9%) siBasnM co6010 HASBHICTH MOBEPXHEBHMX aHTHTIN 10 reratuty B (HBsAD) i
BBAYKAJIMCS 1TOB'SI3aHUMH 13 3aCTOCYBAHHSIM JOCIIJLKYBAHOTO npernapary. J[Ba 3 mux
nos'szanux CHSI manu serkuit nepe6ir, TpeTe He OIIiHIOBAIOCS 3a CTYICHEM TsDKKoCTi. i
yJacHuku 3 Hassrictio HBSAb mann neratusnuii pesynprat [TJIP-ananisy na BI'B Ta na
HBcADb i He Mayu kiiHiuHUX cuMnToMiB abo o3Hax iH(exuii BI'B. 3 apaausatn cemu
nernos'szanux CHSI 7 (6,7%) manu Tsbxkuid, 17 (16,3%) — nomipuuii i 3 (2,9%) —
JIETKUH CTYTIHB TSHKKOCTI. 3 ciMecsTi 40THpbox Hecepitozunx HS 24 (23,1%)
BBaXKaJIMCs TOB'SI3AHUMH 3 JIIKYBaHHAM, 3 sKUX 2 (1,9%) Manu nomipuuii, a 22 (21,2%) —
nerkuii cryninb Tsxkocti. Xoane 3 HS e BBakanocs snawymnm. [Ipodine HS y 5 giteit
(Big >7 no <12 poxiB) CBiUYMB PO BiACYTHICTh CEPHO3HUX NPOOIIEM OE3IIEKH.

[Toxasuuky yacrotu HJI, mos's3annx i3 QociipKkyBaHUM TIpernapaTom, Ha OxHy iH(y3iio
OyJiM IOPIBHAHHUME MIX JIBOMa cXeMaMu JiikyBauHs (MelianHa yactota [MKP]: 0 [0] y
rpyi siikyBans 3a norpedoto ta 0 [0,005] y rpyni npodinakruxn). Ilokasnuku qactoTu
HSI na pik i H, wo BunukiM npotsrom | ToAnHK niciis 3akinueHHs iHys3ii, Ha indysiro i
Ha piK TaKoX OyJIH CIIIBCTABHUMH.
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[apHe 380poOB'A — cBiTNne ManbyTHE

V sk0mHiIN TPy JOCTIIKEHHS He OYII0 3apeeCTPOBAHO TPOMOOEMOOIIUHUX YCKIIaHEHD,
Omuinka 1a60opaToOpHUX MapKepiB TPOMOOreHHOCT], BUKOHAHA TTiJ{ YaC CKPUHIHTY, Yepes 3, 6
Ta 9 MicsLiB, a TAKOX ITiJl YaC Bi3UTY 3aBEPIICHHS, HE BUSBMIJIA OYEBHJIHUX 3MiH, X04a y
rpymi mpo(iIaKTHYHOTO JIIKYBAaHHS cepe/iHi 3HAUSHHS Ta/ab0 MaKCUMAJIbHI 3HAUSHHS IS
JeKUX napameTpis Oynu geuo sumnumu (D-mumep, nporpoMObinosuit Gpparment F 1.2,
TAT). Y Benukoi KiybKocTi yqacHUKiB Gy BUsIBICHI aTosioriuni snadenns adTy,
OCKIJILKH TI€ XapaKkTepHo [Jist reMoiii.

22.BuCHOBOK

Ioxasnuku PUK y rpyni npodinakrudnoro jikyBanns (Mexiana: 7,9) Oyan snaqno
HIDKUMMH, HiX ITOKA3HUKM Yy TPyl JiKyBaHHs 3a norpe6oro (Meniana: 28,7). [ns ananisy
e(heKTHBHOCTI 3a JIAHUMH SIK TIOTYJISMIT BCIX paHIOMi30BaHMX MALli€HTIB, TaK i MOMyJswii
MAaI[€HTIB, AKi BUKOHAIN BUMOTH MPOTOKOJIY, BIIMIHHOCTI B cepeiHiX TpaHC()OPMOBAHUX
nokasnukax PUK Mi cxemMoro JiKyBaHHs 3a MOTpe6oro i cxemoro npodinaktuku Oyan
cratucTruHo 3Hauymmu (p = 0,0003 ta p = 0,0006 BinmosigHno). Ha mijxcrasi mux ganux
MOYKHA 3pOOHTH BHCHOBOK PO HasBHICTH CTATHCTHYHO 3HAUyIIHX BigmMinHOCTeH y PUK Misk
IpYIOIo MPOQiIAKTHKH Ta IPYIIOIO JIIKYBaHH 3@ MOTPEOOIO

Pesynbraty ananisy HSl, BiaxuiieHb MoKa3sHUKIB FeMaTONONYHUX Ta 6ioXiMiUHMX aHalli3iB, a
TAKOK 3MiHM JKUTTEBO BAKIIMBUX MTOKA3HUKIB CBIYATD I1PO OE3MeKy i HaJeKHy
MepeHOCHMICTD Ipernapary OENBA H® juis npoisakTHUHOr0 3aCTOCY BaHHSL.
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